Maternal temperature increased (0.2±0.1 C;.p¼0.003) only after 4h epidural analgesia, with ERMF subsequently recorded in 7/38 women (18.4%). Bupivacaine did not alter OXPHOS in NRLP3-/-cells, or reverse~75% suppression of OXPHOS/ glycolysis on exposure to labour plasma (n¼5), suggesting bupivacaine is not injurious to mitochondria/pro-inflammatory. Caspase-1 activity was measurable in 14% fewer MNF cells (95%CI:8-20); n¼9) obtained from labouring women after 4h incubation with bupivacaine, which also increased intracellular IL-1ra by 25±9% in MNF (p<0.001; n¼8). Plasma IL-1ra increased by 38±5% over 4h in women without an epidural (n¼6), but not after epidural analgesia (n¼17).
Institute of Epidemiology and Healthcare, University College London, UK Surgery facilitates cancer progression via the immunosuppressive effects of the surgical stress response, dispersion of micro-metastases, and VEGF-mediated angiogenesis. 1 Regional anaesthesia inhibits this surgical stress response, reduces pain, and has a direct anti-cancer effect. 2 The aim of this study is to ascertain whether there is any difference in cancer recurrence rates in patients undergoing radical nephrectomy for renal cell carcinoma receiving epidural analgesia plus a general anaesthetic, compared to general anaesthesia alone. We analysed single surgeon/single centre data collected over 12 years, and divided patients into two groups; those with a perioperative epidural, and those without. We compare time to radiologically detected recurrence during standard followup. We consider surgical tumour characteristics and blood transfusion rates to identify any significant confounders.
We included 471 patients; 193 in the epidural group, and 278 in the non-epidural group. The mean age of patients in the epidural group was 66, versus 65 in the non-epidural group. Median stage of cancer was 1B in both groups, with mean length of follow up 33 months in the epidural group versus 38 months in the non-epidural group. There were 44 cases of recurrence in the epidural group [23%]; versus 76 cases of recurrence in the non-epidural group [27.3%]; Sub-hazard ratio (SHR) of 0.53 (95% CI 0.24 e 1.09, p 0.08). Mean time to recurrence was 12.8 months in the epidural group, versus 17.1 months in the non-epidural group. Two patients received blood transfusion in the epidural group, eight patients received blood in the non-epidural group. SHR for blood transfusion was 0.82 (95% 0.18 e 3.7).
There is a reduced cancer recurrence rate in the epidural group, SHR 0.53, that approaches significance, We believe epidural anaesthesia may be protective against renal cancer recurrence; however, larger, national data sets are needed.
Oxygen metabolism in malignant hyperthermia susceptible skeletal muscle and the effects of static halothane exposure relaxants. A link between MH susceptibility and potential impairment in oxygen metabolism suggests the possibility of chronic mitochondrial dysfunction. Here we evaluated mitochondrial function in skeletal muscle biopsies after in vitro contracture test (IVCT) from MH susceptible (MHS) and nonsusceptible (MHN) individuals, by measuring oxygen consumption rate as flux control ratios (FCR) using the Oroboros Oxograph-2k analyzer. Biopsy samples were permeabilized with saponin and subjected to a protocol adapted for high resolution respirometry 1, 2 . Samples taken before and after static halothane IVCT were assessed for differences in FCR for each mitochondrial complex state. Compared with MHN samples, human MHS samples showed significant activity reduction in complex II, likely the result of mitochondrial damage caused by chronically elevated resting calcium previously reported in MHS muscle 3 . Halothane exposure during IVCT significantly increased FCR in complex II and the max electron transport system (ETS) state of MHS muscle only (Fig.  6 ). Based on these data we conclude that there is clear evidence of altered oxygen metabolism in MHS skeletal muscle mitochondria, which we hypothesize to be a result of chronic mutant RYR1 induced increases in cytoplasmic Ca 2þ
, supporting a connection between MH susceptibility and mitochondrial dysfunction. comparison between MHN (n¼30) and MHS (n¼20) in 6 respiratory states, generated after normalizing oxygen consumption rates to complex IV activity. Significant comparisons are annotated with an asterisk (p<0.05). Error bars are ±1 SE.
